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L7 ANSWER 1 OF 11 CAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 2004:775091 CAPLUS 

DOCUMENT NUMBER: 141:392710 

TITLE: Genome-wide studies of psoriasis 

susceptibility loci: a review 
AUTHOR(S): Sagoo, Gurdeep S.; Cork, Michael J, ; Patel, 

Ramila; Tazi-Ahnini, Rachid 
CORPORATE SOURCE: D Floor Medical School, Division of Genomic Medicine,' 

Biomedical Genetics Project, University of Sheffield, 

Royal Hallamshire Hospital, Sheffield, SIO 2RX, UK 
SOURCE: Journal of Dermatological Science (2004), 35(3), 

171-179 

CODEN: JDSCEI; ISSN: 0923-1811 
PUBLISHER: Elsevier Ireland Ltd. 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB A review. Psoriasis is a chronic inflammatory dermatosis 

affecting approx. 0.3-5% world-wide- Since 1997, nine genome-wide scans 
have been published in the search for predisposing genes to 
psoriasis and psoriatic arthritis. These genome-wide scans have 
provided results that both confirm earlier work, but which also suggest 
novel regions of interest on the genome. This article reviews the results 
of these genome-wide scans, in particular two novel regions on chromosomes 
3p and 15p, and compares the study types and designs. The results in 
these two regions were compared in the different studies providing no 
further suggestive evidence, and the authors suggest that these results 
may be false-positives, population-specific susceptibility loci or due to 
the stratification used in the study design. The authors suggest 
stratifying the data into epidemiol. subgroups to make the genome-wide 
scans more sensitive to loci specific to these subgroups. This approach 
could provide a much more powerful technique to study the genetics of a 
complex disease such as psoriasis. 

REFERENCE COUNT: 61 THERE ARE 61 CITED REFERENCES AVAILABLE FOR THIS 



RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Psoriasis diagnostics and therapeutics 

Cork, Michael J.; Ward, Simon J.; 

Tazi-Ahnini, Rachid 

Molecular Skincare Limited, UK 

PCT Int. Appl., 55 pp. 
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GB 2002-27026 



A 20021120 



PRIORITY APPLN. INFO.: 

AB This invention relates to polymorphisms in the human epidermal gene 
cluster in the major histocompatibility complex. In particular, the 
invention relates to four polymorphisms in the sequence of the 
a-helix coiled-coil rod homolog (HCR) gene, the structure of the 
corresponding allelic polypeptides encoded thereby, and the similarity of 
these polypeptides with streptococcal surface antigen M proteins. The 
invention provides diagnostic assays for, and methods of manufacture of 
medicaments for both prophylaxis and treatment of guttate 
psoriasis and/or psoriasis vulgaris. 

REFERENCE COUNT: 10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2003:454130 CAPLUS 

139:30850 

Disease treatment using two related compounds wherein 

at least one of the compound induces a tachyphylactic 

response which does not affect the other compound 

Tazi-Ahnini, Rachid; Ward, Simon; Cork, 

Michael; Duff, Gorden 

Molecular Skincare Limited, UK 

PCT Int. Appl., 104 pp. 

CODEN: PIXXD2 

Patent 
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PATENT NO. KIND DATE 
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the method 
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CH, 
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GB 2001-28628 

AB We disclose a method of improving a therapeutic regime, 

comprising administering to an individual in need of same: (a) a first 
therapeutic compound, in which the first therapeutic compound is capable of 
inducing a tachyphylactic response, and (b) a second therapeutic compound, 
in which the second therapeutic compound is not substantially affected by 
the tachyphylactic response, and in which the first and second therapeutic 
compds. are capable of modulating, preferably inducing, gene expression 
from a common response element. Thus, the inventors have discovered that, 
where patients develop tolerance (tachyphylaxis) to one drug, for example, 
a topical vitamin D analog' such as Dovanex, when they switch to another 
drug (e.g., another vitamin D analog such as Curatoderm) , efficacy is 
restored. The regime includes the sequential or rotational administration 
of the two related drugs. The second therapeutic compound may be a mimetic 
of the first therapeutic compound Preferably, the first therapeutic compound 
is structurally related to the second therapeutic compound The first 
therapeutic compound preferably competes with the second therapeutic compound 
for binding to a mol. A deactivating mol. may be used to deactivate the 
first or second therapeutic compound to lead to a tachyphylactic response. 
The deactivating mol. may comprise a metabolic enzyme. An antagonist of a 
deactivating mol. may also be administered. Preferably, the therapeutic 
regime is applied for the treatment of an epidermal disease. 

REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Aminoalkylimidazole derivatives for use as CYP24 
inhibitors 
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Molecular Skincare Limited, UK 

PCT Int. Appl., 38 pp. 
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AB Aininoalkylimidazoles I [Rl (un) substituted Ph, quinoline, isoquinoline, 
anthracene; R2 =H, (un) substituted Ph; R3 = halogen, hydrocarbyl/ 
(un) substituted Ph, N-acylpiperazinyl; X = CO, S02; when X = CO and Rl, R3 
= (un) substituted Ph, R2 ^ H; when X = CO and R2, R3 = 
(un) substituted Ph, Rl ^ H] were prepared for use as CYP24 inhibitors 
(no data) . Thus, 2-phenylaziridine was treated with 4-C1C6H4COC1, 
followed by imidazole to give I [X = CO, Rl = Ph, R2 = H, R3 = 4-C1C6H4] . 
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AB The authors describe a method of alleviating or preventing a 

tachyphylactic response to an agent in a individual, the method comprising 
administering to the individual an antagonist of a metabolic enzyme which 
is induced as a result of exposure of the individual to the agent, in 
which the enzyme activity is capable of metabolizing the agent. 
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AB We disclose a method of diagnosis of a disease, or susceptibility to a 

disease associated with abnormal cell-cell adhesion between epithelial cells, 
the method comprising detection of a mutation in a nucleic acid encoding 
an adhesion protein, a protease, or a protease inhibitor of an individual. 
Thus, the underlying cause of various skin diseases was shown to be the 
breakdown in regulation of proteolyis of adhesion proteins leading to an 
increased, decreased, or otherwise abnormal adhesion between corneocytes. 
The abnormal proteolyis was associated with mutations in adhesion protein 
genes (e.g., corneodesmosin gene), protease genes (e.g., stratum corneum 
chymotryptic enzyme or stratum corneum tryptic enzyme genes), and/or 
protease inhibitor genes (e.g., SKALP or SLPI genes). Treatment and 
prevention of such diseases was achieved by modulating the proteolysis of 
adhesion proteins. Transgenic mice overexpressing corneodesmosin, SCCE, 
or SLPI were prepared These transgenic animals may be used as disease 
models. 
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AB Methods and compns. are provided for treating a patient suffering from a 
hyperprolif erative disorder or photoageing. The methods involve blocking 
the activity of a retinol binding protein receptor (RBPr) in cells of the 
patient, and/or administering to the patient an antagonist of a retinol 
binding protein receptor (RBPr) and/or lowering the endogenous level of 
retinoic acid (RA) in cells of said patient. 
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AB Adhesive dressings for the treatment or prophylaxis of scars and incipient 
scars comprise a backing and an adhesive layer, a substance effective in 



the prophylaxis and/or treatment of scarring being borne in the adhesive, 
the adhesive consisting essentially of a block copolymer having soft and 
hard segments and wherein there is chemical crosslinking between the soft 
segments, the adhesive further comprising at least 10 by weight of a 
plasticizer, such dressings having good adhesion, cohesion and high drug 
loading and being removable without pain or danger to sutures. A patch 
contained adhesive 1000, iso-Pr myristate 600 mg, 0.4% triamcinolone 
acetonide in ethanol 1.6, and 0.5% adipic acid dihydrazide as crosslinker 
0.8 mL. The in vitro human skin penetration of triamcinolone acetonide 
was studied. 
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Novel genetic association between the corneodesmosin 
(MHC S) gene and susceptibility to psoriasis 
. [Erratum to document cited in CA131 : 166023] 
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Michael J.; Mee, John B.; Keohane, Stephen G.; 
Duff, Gordon W.; Di Giovine, Francesco S. 
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It was reported that HphI produced 123 + 89 bp for allele 1, while it did 
not cut allele 2 (212 bp) , This should read: "HphI produced 123 + 89 bp 
for allele 2, while it did not cut allele 1 (212 bp).". 
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Psoriasis is an inflammatory skin disease of unknown origin, but 
with a clear genetic component. The strongest genetic association has been 
found with the major histocompatibility complex (MHC) region, and 
specifically between susceptibility to familial early onset 
psoriasis and human leukocyte antigen {HLA)-Cw6. The basis of 
this association of the HLA-C locus with disease pathogenesis is, however, not 
clear, and it is possible that other genes, or a combination of genes, in 
t eh HLA region are of functional importance. The MHC S gene is expressed 
specifically in keratinocyte differentiation and, being located 160 kb 
telomeric of HLA-C, is a plausible candidate gene. The authors analyzed 
the allelic distribution of two polymorphisms in the MHC S gene (at +619 
and +1243) in a case-control association study. The authors could confirm a 
significant association between psoriasis and HLA-Cw6[odds ratio 
(OR) = 7.75]. No association was found between disease (or any subtypes) and 
the MHC S gene polymorphism at position +619, despite its close proximity 
to HLA-C and the strong linkage disequil. between the loci. However, a 
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significant trend with the rarer allele at MHC S (+1243) and 
psoriasis was detected in the overall data set (OR = 2.66; P=2 x 
10-9) . This effect was most pronounced in the type la (early onset) 
psoriatics (OR = 3.43). Furthermore, homozygosity for the associated allele 
at MHC S (+1243) increased the risk of disease over that for carriage of 
HLA-Cw6 alone (OR = 9.38), suggesting that allele 2 of MHC S (+1243) 
provides an addnl. risk in psoriasis susceptibility. The strong' 
association found here, coupled with the bid. involvement of the MHC S gene 
product corneodesmosin in skin physiol., implicates this locus (or a 
haplotype across HLA-C and MHC S) in the impaired desquamation 
characteristic of psoriasis. 
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(REP) receptor from retinal pigment epithelium is 
partially purified and characterized. This glycoprotein receptor can be 
used for treatment of vitamin A- or retinol-associated diseases or disorders. 
Antibodies to the receptor are claimed, as is use of the receptor for 
ligand identification. The receptor reaches maximal binding with RBP 
within 10 min at 37°, and has a Kd at 0"" of 31 nM. The 
half-life of the receptor-RBP complex is 8.3 min at 0**. 
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20040304 
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